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DETAILED ACTION 

1. Currently, claims 1,3, 28-30 are pending in the instant application. Claims 2 and 4-27 
have been canceled. Claim 1 has been amended while claims 28-30 have been added. This 
action is written in response to applicant's correspondence submitted 10/10/2008. All the 
amendments and arguments have been thoroughly reviewed but were found insufficient to place 
the instantly examined claims in condition for allowance. The following rejections are either 
newly presented, as necessitated by amendment, or are reiterated from the previous office action. 
Any rejections not reiterated in this action have been withdrawn as necessitated by applicant's 
amendments to the claims. The text of those sections of Title 35, U.S. Code not included in this 
action can be found in a prior Office action. This action is Final. 

Election/Restrictions 

2. Applicant's election of group I (claims 1-4) in the reply filed on 01/17/2007 is 
acknowledged. Because applicant did not distinctly and specifically point out the supposed 
errors in the restriction requirement, the election has been treated as an election without traverse 
(MPEP § 818.03(a)). 

New Grounds of Rejection 
Claim Rejections - 35 USC § 102 

3. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

4. Claims 1, 3, 28-30 are rejected under 35 U.S.C. 102(b) as being anticipated by Cameron 
et al. (Nature Genetics, 1999, vol. 21, p. 103-107). This is a new grounds of rejection, 
necessitated by the amendment to the claims. 

With regard to claim 1 and 29, Cameron et al. teach that MLH1 and TIMP3 expression is 
silenced compared to normal cells. Cameron et al. teach comparing expression levels of MLH1 
and TIMP3 with MLH1 and TIMP3 that have been demethylated and teach that the expression 
increases four fold (claim 29) (see pg. 104, 1 st column, 1 st full para cont'd to 2nd column 1 st para 
and figure 2). Therefore, Cameron ct al. teach identifying nucleic acid sequence that increase in 
expression after demethylation treatment and are useful as biomarker for cancer. 

With regard to claim 3, Cameron et al. teach the promoter-exon region of TIMP3 is from 
-200 bp to +300 bp (see figure 3b) thus the promoter-exon region spans 1000 bases upstream and 
1000 bases downstream. 

With regard to claim 28 and 30, Cameron et al. teach analysis of TIMP3 expression in 
colorectal carcinoma cell line RKO, thus the diseased cell is from colon and disease is colorectal 
cancer (see pg. 103, 1 st column, 1 st para). 

5. Claims 1, 3, 28-30 are rejected under 35 U.S.C. 102(b) as being anticipated by Suh et al. 
(J. Biol. Chem, 2002, vol. 227, pp. 35795-35800). This is a new grounds of rejection, 
necessitated by the amendment to the claims. 

With regard to claim 1 and 29, Suh et al. teach analysis of the promoter-first exon region 
in CDX1 gene (See figure 3). Suh et al. teach analysis and comparison of expression levels of 
CDX1 gene in both colorectal cell lines and control cell lines (see figure 2 and pg. 35797, 
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hypermethylation of CDX1 promoter correlates with absence of CDX1 expression in colorectal 
cancer cell lines). Suh et al. teach inducing expression by 1 1 and 20 fold due to demethylation 
after treatment with 5-azaC of the region -600 to +75 of the promoter-exon region of CDX1 
(identifying nucleic acid sequences exhibiting a significant increase in expression after 
demethylation treatment) (see pg. 35798, Demethylation Activates the CDX1 Gene Promoter in 
SW480 Stable Clones and figure 3). 

With regard to claim 3, Suh et al. teach analysis of the promoter-exon region that spans - 
600 to + 75 (see pg. 35798, 2 nd column, 1 st para). 

With regard to claim 28 and 30, Suh et al. teach analysis of colorectal cancer cell lines 
(see pg. 35795, 2nd column, 2nd last para). 



Maintained Rejection 

6. Claims 1 and 3 are rejected under 35 U.S.C. 102(b) as being anticipated by Daskalakis et 
al. (Blood, Oct 2002, Vol. 100, pp. 2957-2964) as evidence by Leukemia and Lymphoma 
Society, Myelodysplastic Syndrome, pp. 1-4. This rejection was previously presented in section 
12 of the office action mailed 06/20/2008 and has been rewritten to address the amendment to 
the claims. 

With regard to claim 1, Daskalakis et al. teach low expression of pl5 in biopsies from 10 
myelodypastic syndrome (MDS) patients compared to 5 healthy individuals (see pg.2961, 2 nd 
column, last paragraph). Daskalakis et al. teach the under-expression of pl5 is associated with 
hypermethylation in the 5' region between positions -47 to +215 (see table 1 and pg. 2958, 2 nd 
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column, 1 st paragraph) (identifying one or more nucleic acid sequences that are down regulated 
in disease cells compared to normal cells wherein the nucleic acid sequences comprise at least 
one methylated CpG site in a promoter-first exon region). Daskalakis et al. teach comparison of 
expression level of pl5 before and after treatment with decitabine (demethylation agent) (see 
figure 6) (comparing expression level of nucleic acid sequence with expression level of nucleic 
acid sequence that have been demethylated). Daskalakis et al. teach up regulation of pi 5 after 
demethylation during decitabine treatment (see figure 6) (identifying nucleic acid sequence 
exhibiting significant increase in expression level after demethylation treatment as compared to 
expression level of the same nucleic acid sequence in the methylated state). 

With regard to claim 3, Daskalakis et al. teach hypermethylation spans the 5' region of 
pi 5, which encompass -47 to +215 (region that is within the range of 1000 base pairs upstream 
of the first exon and about 1000 base pair downstream of first exon) (see pg. 2958, 2 nd column, 
1 st two paragraph and figure 5 ). Therefore, Daskalakis et al. teach identification of one CpG site 
within a promoter-first exon region that is within 1000 base pairs upstream of the first exon and 
about 1000 base pairs downstream of the first exon. 

It is noted that Daskalakis teach comparison of methylation patterns in patients with 
myelodyplastic syndrome. Although, Daskalakis does not teach that myelodyplastic syndrome is 
cancer, the leukemia and lymphoma society define the disease as a blood cancer (see pg. 1). 
Therefore, Daskalakis teach analysis of biomarker for a disease that is cancer. 

Response to Arguments 

7. The response traverses the rejection on page 6 of the remarks mailed 10/10/2008. The 
response asserts that Daskalakis does not teach or suggest methods of biomarkers where the 
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disease is cancer. This response has been thoroughly reviewed but not found persuasive. It is 
noted, as described above, that Daskalakis teach a biomarker, pi 5, in MDS patients and MDS is 
a blood cancer, as defined by the Leukemia and Lymphoma society. Therefore, Daskalakis 
anticipates the claimed invention. 

Conclusion 

8. No claims are allowable. 

9. Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sarae Bausch, PhD whose telephone number is (571)272-2912. 
The examiner can normally be reached on M-F 9am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla can be reached on (571) 272-0735. The fax phone number for the 
organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at (866) 217-9197 (toll-free). 

Any inquiry of a general nature or relating to the status of this application 
or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent Application Information 
Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. Representatives are 
available to answer your questions daily from 6 am to midnight (EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image problem with, the number of pages and the specific nature of 
the problem. The Patent Electronic Business ( enter will notify applicants of the resolution of the problem within 5-7 business days. Applicants 
can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system provides Internet-based access to patent application status and 
history information. It also enables applicants to \ iew the scanned images of their own application tile folder! s) as well as general patent 
information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 



/Sarae Bausch/ 
Primary Examiner 
Art Unit 1634 
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